Background Previous large trials of trastuzumab (TZM) demonstrated improved outcomes in patients with HER2-positive early breast cancer. However, its effectiveness and safety in Japanese patients is not yet clear. Recently, new anti-HER2 agents were developed to improve treatment outcomes, but the patient selection criteria remain controversial.
Introduction
Several randomized trials of trastuzumab (TZM) have demonstrated improved outcomes in patients with HER2positive early breast cancer (EBC) [1] [2] [3] [4] . We previously conducted the JBCRG C-01 cohort study, and reported the efficacy and safety of perioperative trastuzumab therapy for HER2-positive EBC [5] . However, the long-term outcomes are not yet clear. Recently, perioperative therapy for HER2-positive EBC has been improved via attempts to eliminate anthracycline [1, 6, 7] , the development of anti-HER2 agents, such as neratinib [8] and pertuzumab [9] , and shortening of the trastuzumab administration duration [10] [11] [12] . The current issue is to distinguish patients who require more potent treatment from those for whom administration must be de-escalated. Furthermore, due to the increased options for post-recurrence treatment [13, 14] , there is a growing need to carry out surveillance for recurrence on an appropriate schedule. In this study, the effectiveness of TZM therapy as perioperative therapy for HER2-positive operable breast cancer in daily clinical Electronic supplementary material The online version of this article (https ://doi.org/10.1007/s1228 2-020-01057 -4) contains supplementary material, which is available to authorized users.
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Patients and study design
An observational study was performed on patients aged over 20 years who were histologically diagnosed with invasive HER2-positive breast cancer stage I-III C and treated using TZM. Patients (n = 2024) from 56 institutions which participated in the Japan Breast Cancer Research Group (JBCRG) between July 2009 and June 2016 were registered in this study. All patients received perioperative TZM-containing therapy between January 2006 and June 2011 for at least 10 months. The data were finalized in August 2016. Fortythree patients who failed to meet the eligibility criteria were excluded and 1981 datasets were analyzed in this study.
The study protocol was approved by each institutional review board. We ensured that the subjects received a full explanation of the study according to the ethical guidelines for epidemiological studies and received their written informed consent or opt-out in accordance with the standards of the study centers. Data were managed by the Department of EBM Research, Institute for the Advancement of Clinical and Translational Science, Kyoto University Hospital, and the JBCRG Data Center. This study has been registered in the University Hospital Medical Information Network (UMIN), number UMIN000002737.
Primary and secondary endpoints
The endpoints in this study were previously described [5] . In brief, the primary and secondary endpoints were diseasefree survival (DFS) and overall survival (OS), respectively.
Statistics
The Kaplan-Meier method was used to estimate DFS and OS curves. The Chi-squared (x 2 ) test or Wilcoxon tests for categorical data and log-rank test for time-to-event endpoints provided two-sided p values, and a p value < 0.05 was considered significant. Cox regression analysis was used to estimate hazard ratios (HRs) and 95% confidence intervals (CIs). Covariates used in the multivariate model were age, clinical tumor stage, clinical nodal stage, estrogen receptor (ER)/progesterone receptor (PgR) status, HER2 status, histological/nuclear grade, menopausal status, and past medical 
Results

Patient characteristics and treatment
The median follow-up period was 80.9 (5.0-132.2, mean 80.2) months. Baseline characteristics and treatments are summarized in Table 1 . The expression of ER, PgR, and HER2, and grade were determined using biopsy specimens before preoperative treatment from patients who received preoperative therapy or surgical specimens from patients without preoperative therapy. Mastectomy was performed for 959 patients and breastconserving surgery for 1021 patients. A total of 1139 patients received postoperative radiotherapy and 954 patients received postoperative hormonal therapy. In this observational study assessing the common use of TZM, we did not predetermine the treatment protocol. In brief, of the 702 patients who received preoperative therapy, 415 received TZM preoperatively and 26 received only TZM preoperatively. A total of 1279 patients received postoperative systemic therapy only, and 137 patients received TZM monotherapy ( Table 2 ).
DFS and OS
The 5-and 10-year DFS rates were 88.9 (95% CI 87.5-90.3%) and 82.4% (95% CI 79.2-85.6%), respectively. The 5-and 10-year OS rates were 96% (95% CI 95.1-96.9%) and 92.7% (95% CI 91.1-94.3%), respectively ( Fig. 1a, b ).
Timing of recurrence with respect to organs
We calculated the annual risk of first recurrence with respect to ER expression and sites ( Fig. 2a-f ). ER-negative disease often recurred earlier than ER-positive disease. With respect to the site of the first recurrence, the incidence of liver and lung metastasis reached a peak at 2-3 years after surgery. However, there was no peak in thoracic wall, supraclavicular, or parasternal lymph node recurrence after surgery, and a relatively high recurrence rate was continuously observed in a relatively late phase (5-7 years). The peak of brain metastasis was 1 year earlier than that of liver metastasis.
Analysis of factors influencing DFS and a recurrence model
Univariate analyses comparing subgroups were performed using the log-rank test; hazard ratios (HRs) with 95% CIs were derived from Cox proportional hazards models (Table 3) .
Multivariate analysis revealed the risk factors for recurrence to be an age of ≥ 70 years, T2 or larger tumors, clinically detected lymph node metastasis, histological tumor diameter of > 1 cm, histologically detected lymph node metastasis(≥ n2), and the implementation of preoperative treatment. We prepared the risk score of recurrence based on the results of the multivariate analysis. When comparing the compulsive insertion method with the variableincreasing method using likelihoods, significant factors remained. Based on the coefficient calculated, the score (Table 4 ). We calculated the 5-year recurrence risk for each total point ( Table 5 ) and estimated the Kaplan-Meier curve for the DFS of each score (Fig. 3) . The C-index was 0.653.
Discussion
In Japan, perioperative treatment using trastuzumab has markedly improved the outcomes of HER2-positive breast cancer patients. Even with perioperative chemotherapy using anthracycline or taxanes, approximately 25% of patients with HER2-positive breast cancer developed recurrence before trastuzumab became commercially available [15] . These results are consistent with those in the placebo group in a phase III clinical study of perioperative pertuzumab therapy (APHINITY study) [9] . No new AEs related to TZM were detected in this study. The present study had several limitations. This cohort study was a single-arm observational study of TZM with or without chemotherapy in daily practice; therefore, the treatment effectiveness and clinicopathological features, including HR and HER2 status, were assessed by physicians. Treatment selection by each physician, including the surgical procedure, radiotherapy, and chemotherapy, may have affected the outcomes. The need for chemotherapy, especially for patients over 70 years of age, was not significant in this study, but conclusions should be carefully held until results of a randomized study are available.
An age of ≥ 70 years, grade of T2 or higher, clinically detected lymph node metastasis, histological tumor diameter of ≥ 1 cm, and histologically detected lymph node metastasis were extracted as prognostic factors, similar to the previous report [5] . Subgroup analysis in the APHIN-ITY trial [9] also demonstrated the additive effects of pertuzumab in patients with lymph node metastasis or elderly patients. In this analysis, our recurrence-predicting model included the clinical N stage and pathological nodepositive status. When employing the variable-increasing method with the likelihood ratio as mutually independent factors on multivariate analysis, these two factors remained.
Furthermore, the significance of histological node-positive status (n) and pathological tumor size (t) were suggested to depend on the presence of preoperative treatment; therefore, an additional subgroup analysis regarding the presence of preoperative treatment was performed. There was no preoperative treatment-related difference in the values on DFS of n and t (Supplement 1). Furthermore, we directly investigated the interaction between the presence of preoperative treatment and lymph node metastasis or pathological tumor size by analysis involving an interaction item, but it was insignificant. The influence of lymph node metastasis or pathological tumor size on DFS may be similar regardless of the presence of preoperative treatment. Indeed, even if preoperative chemotherapy results in pn0, the risk of recurrence was higher than if it was N0 before the start of treatment (Supplement 2).
In the guidelines, regular imaging, such as CT, is not recommended for asymptomatic patients [16] . In our study, the timing and annual risk of recurrent HER2-positive breast cancer were characterized by each organ. In particular, the start of treatment for recurrence in the phase of restricted tumor burden in patients with brain or bone metastases may minimize complications or treatment-related adverse effects. As the number of treatment options, such as pertuzumab [13] and T-DM1 [14] , for metastatic or recurrent HER2positive breast cancer has recently increased, this should be reflected in follow-up plans [17] .
Recently, perioperative therapy for HER2-positive EBC has been improved via attempts to eliminate anthracycline [1, 6, 7] , the development of anti-HER2 drugs with different actions, such as neratinib [8] and pertuzumab [9] , and shortening of the trastuzumab administration period [10, 11] . If the risk of recurrence is high, the addition of pertuzumab or extension of neratinib treatment should be considered. Patients who fail to achieve pathological CR following neoadjuvant HER2-targeted therapy (along with chemotherapy) are also at increased risk for recurrence. For such patients, T-DM1 should be considered [18] . On the other hand, if the risk is low, treatment using short-term trastuzumab therapy may be successful. To optimize such treatment, it is necessary to comprehensively understand the risk of recurrence. Although the current staging is based on clinicopathological characteristics, our findings suggest that host factors, such as age, are included. Our recurrence model may be useful for future studies after validation. 
Conclusion
As this recurrence model was created based on the data from an observational study, validation is necessary. However, it may facilitate calculation of the risk of recurrence, thereby improving treatment selection. 
